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Remarks 

Support for the Amendments 

The foregoing amendment to claim 73 is sought to correct a minor typographical 

error in this claim, and in any event were suggested by the Examiner in the outstanding 

Office Action {see Office Action at page 2). The amendments to claims 83 and 84 are also 

sought to correct a minor typographical error, and are supported in the specification, e.g., at 

page 5, paragraph 0013, These amendments therefore add no new matter, and their entry 

and consideration are respectfully requested. 

Status of the Claims 

By the foregoing amendments, claims 73, 83 and 84 are sought to be amended. 

Upon entry of the foregoing amendments, claims 65, 66, 68-7 1 , 73 and 75-96 are pending in 

the application, with claim 65 being the sole independent claim. 

Summary of the Office Action 

In the Office Action dated May 1 7, 2004, the Examiner has made and/or maintained 

three rejections of the claims. Applicants respectfiilly traverse these rejections in view of the 

following remarks, and respectfiilly request that the Examiner reconsider the rejections and 

that they be withdrawn. 
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The Rejection Under 35 U.S. C § 112, Second Paragraph 

In the Office Action at page 2, the Examiner has rejected claim 73 under 35 U.S.C. 

§ 11 2, second paragraph, for alleged indefiniteness. In making this rejection, the Examiner 
notes that: 

[i]t appears that applicant meant to recite "recognition site is positioned 
between the first domain and said third domain". If that is so amending the 
claim accordingly would overcome this rejection. 

Office Action at page 2, final three lines. Applicants thank the Examiner for calling to their 

attention this inadvertent typographical error in claim 73. By the foregoing amendments, 

claim 73 has been amended to recite the positioning of the recognition site between the first 

domain and the third domain, as suggested by the Examiner. Thus, this rejection has been 

fiilly accommodated; reconsideration and withdrawal are therefore respectfully requested. 

The Rejection Under 35 U.S.C. § 102(b) 

In the Office Action at pages 3-5, the Examiner has rejected claims 65-70, 72-76, 80 

and 88-94 under 35 U.S.C. § 102(b) as allegedly being anticipated by Steiner et al (FEBS 

Lett 463:245-249 (1999); hereinafter "Steiner"). As an initial matter, Applicants note that 

claims 67, 72 and 74 are not pending in the present application, having been canceled in 

Applicants' reply filed on February 17, 2004. Therefore, this portion of the rejection is in 

error. Applicants respectfully traverse this rejection as it may be applied to the 

remaining claims. 

Under 3 5 U.S.C. § 1 02, a claim can only be anticipated if every element in the claim 
is expressly or inherently disclosed in a single prior art reference. See Kalman v. Kimberly 
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Clark Corp., 713 F.2d 760. 771 (Fed. Cir. 1983), cert denied, 465 U.S. 1026 (1984). In 

addition, a claim can only be anticipated by a publication if the publication describes the 

claimed invention with sufficient enabling detail to place the public in possession of the 

invention. Seein reDonohue, 766 F.2d 531, 533 (Fed. Cir. l9i5)\seealso PPG Industries, 

Inc. V, Guardian Industries Corp,, 75 F.3d 1558, 1566 (Fed. Cir, 1996) ("To anticipate a 

claim, a reference must disclose every element of the challenged claim and enable one 

skilled in the art to make the anticipating subject matter."). This burden is not met by the 

disclosure of Steiner, which fails to provide an enabling disclosure of the presently claimed 

subject matter. 

In making this rejection, the Examiner notes that Steiner: 

does disclose a membrane retention signal and a protease cleavage sequence 
as part of the fusion protein encoded by the polynucleotide, [but] it does not 
explicitly disclose that the signal is that of a Golgi retention signal or that it 
comprises KDEL motif or the NEFA motif or from a Golgi 
glycosyltransferases or is an endoplasmic reticulum retention signal or that 
the protease is that of 7-secretase. 

Office Action at page 4, lines 1-5. Thus, the Examiner has admitted that Steiner does not 
expressly disclose at least one element of the presently claimed invention: "a Golgi 
Apparatus or Endoplasmic Reticulum retention signal." The Examiner's attempt to gloss 
over this deficiency in Steiner, by essentially concluding that all "membrane retention signal 
sequences" are the same {see Office Action at page 4, lines 5-7), misses the point: at least 
one specific element recited in the present claims is completely absent from the disclosure of 
Steiner. Thus, Steiner cannot be said to expressly disclose the presently claimed invention. 

Recognizing that the disclosure of Steiner fails to expressly anticipate the presently 
claimed invention, the Examiner instead contends that Steiner inherently discloses the 
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invention. Applicants respectfully disagree with this contention, and wish to remind the 
Examiner that "[i]n order for a disclosure to be inherent ... the missing descriptive matter 
must necessarily be present in the [cited reference] such that one skilled in the art would 
recognize such a disclosure." Tronzo v. BiomeU Inc, , 1 56 F.3d 1 1 54, 1 1 59 (Fed. Cir. 1 998). 
Moreover, to rely on an inherency argument, "the examiner must provide a basis in fact 
and/or technical reasoning to reasonably support the determination that the allegedly 
inherent characteristic necessarily flows from the teachings of the applied prior art." Ex 
parte Levy, 17 USPQ2d 1461, 1464 (PTO Bd. Pat App. Int. 1990) (emphasis in original). 
That is, inherency "may not be established by probabilities or possibilities. The mere fact 
that a certain thing may result from a given set of circumstances is not sufficient." 
Continental Can Co, USA, Inc. v. Monsanto Co,, 948 F.2d 1264, 1269 (Fed. Cir. 1991). 

In the present case, the Examiner has pointed to no disclosure in Steiner that is 
"necessarily present" such that it would be recognized as by one of ordinary skill as 
disclosing the presently claimed compositions or kits. Specifically, contrary to the 
Examiner's contention at the top of page 5 of the Office Action, GAL4 is a yeast 
transcription factor and is not an enzyme. See Steiner at page 247, col. 1 , second paragraph, 
line 2. As one of ordinary skill would readily understand, GAL4 was used in Steiner to 
ensure that the genetic construct used in Steiner could be efficiently transcribed in yeast. 
Indeed, Steiner also expressly discloses that the transmembrane domain of the expressed 
fiision protein was derived from the N-terminal portion of human PSl and that the signal 
sequence used to target the fiision protein was added to the N-terminus of the construct, 
rather than being derived from GAL4 which was C-terminally fiised to the construct. See 
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Steiner at page 247, col. 1 , second paragraph, lines 1-6. Thus, the Examiner's conclusory 
and unsupported allegation that "many enzymes such as GAL4 have the Golgi retention 
signal embedded in the N-terminal sequence" (Office Action, page 5, lines 1-2) is not only 
incorrect, it is also completely irrelevant to the question of whether or not Steiner anticipates 
the presently claimed invention. Accordingly, the Examiner has provided no evidence or 
sound scientific reasoning demonstrating that the fusion protein disclosed in Steiner (and, 
more particularly, the GAL4-derived portion of the protein) necessarily has a Golgi or ER 
retention signal. Thus, the Tronzo standard is not met by the disclosure of Steiner. 

Moreover, as one of ordinary skill would understand, there is a variety of sequences 
which lead to retention of an expressed protein within the plasma membrane of a cell that 
have nothing to do with the presence of a Golgi or ER retention signal in one or more 
domains of the protein. Simply put, there are many transmembrane domains and signal 
sequences that would target a protein to the plasma membrane that would not necessarily 
target the protein to the Golgi or ER. Accordingly, it is incorrect to assume that all signal 
sequences and all transmembrane domains are equivalent, as the Examiner has done in the 
present Office Action. Thus, the Examiner has pointed to no disclosure in Steiner, and has 
provided no sound scientific reasoning beyond an unfounded assumption, to support the 
notion that the missing disclosure in Steiner ^'necessarily flows" from what is disclosed in 
Steiner. Thus, the Levy standard is not met by the disclosure of Steiner. 

Finally, one of ordinary skill reading Steiner could find no disclosure indicating that 
it was even possible, let alone probable, that a fusion protein could be produced that would 
contain a Golgi or ER retention signal, and that would lead to preferential retention of that 
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fusion protein within the Golgi or ER rather than within the cellular plasma membrane. 
Thus, the Continental Can standard is not met by the disclosure of Steiner. 

Finally, the Examiner states that in an inherency rejection such as that in the present 
case, "the burden is on the applicant to show a novel or unobvious difference between the 
claimed product and the product of the prior art." Office Action at page 4, lines 11-12. 
Applicants respectfully disagree with this contention. Even if AppHcants had shown no 
differences between the presently claimed invention and the disclosure of Steiner (which 
have, indeed, been shown above). Applicants in any event need not prove any such 
differences until evidence or sound scientific reasoning has been made of record by the 
Examiner. See MPEP § 2 1 1 2 (IV) and (V). As discussed above, such evidence or reasoning 
is wholly lacking in the present case. Thus, the burden of proof remains with the Examiner. 

The disclosure of Steiner therefore does not meet the burden under Tronzo, Levy and 
Continental Can that is required to support an inherency position. Hence, the Examiner's 
attempted reliance upon inherent anticipation in the present case is factually and 
legally unfounded. 

Thus, Steiner does not expressly or inherently disclose the presently claimed 
invention. Under Kalman^ then, Steiner caimot and does not support a rejection of the 
present claims under 35 U.S.C. § 102(b). Therefore, reconsideration and withdrawal of fliis 
rejection are respectfiilly requested. 
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The Rejection Under 35 U.S.C § 103(a) 

In the Office Action at pages 5-7, the Examiner has rejected claims 65-96 under 

35 U.S.C. § 103(a) as allegedlybeing obvious over Massibay era/., 7. Biol, Chem 268:990%- 

9916 (1993) (hereinafter "Massibay"), or Tang et al, J, Biol Chem, 267:10122-10126 

(1992) (hereinafter "Tang"), or Szczesna-Skorupa et al, J. Biol Chem, 270:24327-24333 

(1993) (hereinafter "Skorupa"), in view of Steiner and/or Komoriya et al (WO 98/37226) 
(hereinafter "Komoriya"). As an initial matter, Applicants note that claims 67, 72 and 74 are 
not pending in the present application, having been canceled in Applicants' reply filed on 
February 17, 2004. Therefore, this portion of the rejection is in error. Applicants 
respectfiiUy traverse this rejection as it may be applied to the remaining claims. 

In proceedings before the Patent and Trademark Office, the examiner bears the 
burden of establishing a prima facie case of obviousness based upon the prior art. See In re 
Piasecki, 223 USPQ 785, 787-88 (Fed. Cir. 1984). The Examiner can satisfy this burden 
only by showing some objective teaching in the prior art or that knowledge generally 
available to one of ordinary skill in the art would lead that individual to combine the relevant 
teachings of the references in such a way as to produce the invention as claimed. See In re 
Fine, 5 USPQ2d 1596,1598 (Fed. Cir. 1988). There is no basis for concluding that an 
invention would have been obvious solely because it is a combination of elements that were 
known in the art at the time the invention was made. See Fromson v. Advance Offset Plate, 
Inc, , 755 F.2d 1 549, 1 556 (Fed. Cir. 1 995). Instead, what is needed is a reason, suggestion, 
or motivation in the prior art that would motivate one of ordinary skill to combine the cited 
references, and that would also suggest a reasonable likelihood of success in making or using 
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the claimed invention as a result of that combination. See In re Dow Chem. Co., 837 F.2d 
469, 473 (Fed. Cir. 1 988). In the present case, the Examiner's burden has not been satisfied. 

The primary references (Massibay, Tang and Skorupa) and Steiner do not disclose a 
construct that comprises a protease cleavage site as is recited in the present claims, as the 
Examiner readily admits {see Office Action at page 6, second full paragraph). The 
remaining reference, Komoriya, only discloses a fusion protein comprising j3-secretase and a 
fluorophore as a reporter, and does not even mention in passing that the fusion protein can or 
should be fused to a Golgi Apparatus or ER retention signal. Thus, each of the references 
cited by the Examiner in this obviousness rejection fails to disclose at least one element of 
the presently claimed invention. Therefore, it follows that a combination of the disclosures 
of these references would not have led one of ordinary skill in the art to Applicants' claimed 
invention. Notwithstanding this fact, Applicants also contend that neither the references 
themselves, nor the knowledge generally available to those of ordinary skill in the art, 
provide a suggestion or motivation to modify the cited references or to combine 
reference teachings. 

The Examiner provides the following explanation as to why the skilled artisan would 

allegedly be motivated to combine the disclosures of the cited references: 

it would have been obvious to those skilled in the art to use 
the sequences taught by Massibay et al. or Tang BL et al. or 
Skorupa ES et al. and make chimeric molecules as taught by 
Steiner et al. or Komoriya et al. using fluorophore molecules 
and the gamma or jS secretase cleavage in order to detect the 
presence of any protease such as either gamma or jS-secretase 
activity in the Golgi apparatus during the processing of 
polypeptides that goes on in the Golgi, One of ordinary skill 
in the art would have been motivated to do so in order to 
detect any protease cleavage that may go on during protein 
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processing in the Golgi. One or ordinary skill in the art 
would have had a reasonable expectation of success since 
Masibay [sic] et al or Tang BL et al. or Skorupa ES et al. 
provide sequences from glycosyltransferase known to direct 
the polypeptide to Golgi and Steiner and Komoriya provide 
the use of cleavage sites in such chimera as methods to detect 
protease activity. 

Office Action at page 7, second full paragraph. Applicants respectfully disagree with this 
attempted explanation, which appears to misconstrue the standard for obviousness and 
where the required motivation must arise in order for a prima facie case of obviousness to be 
established. Applicants respectfully remind the Examiner that the requisite motivation for 
establishing a prima facie case of obviousness must be found either in the references 
themselves or in the knowledge generally available to one of ordinary skill in the art. See In 
re Kotzhab, 2 1 7 F.3d 1 365, 55 USPQ2d 1313 (Fed. Cir. 2000). Moreover, the mere fact that 
an advantage might be realized by combining the disclosures of multiple references does not 
mean that a skilled artisan would be motivated to do so. See In re Mills, 916 F.2d 680,682, 
16 USPQ2d 1430, 1432 (Fed. Cir. 1992) (Although a prior art device "may be capable of 
being modified to run the way the apparatus is claimed, there must be a suggestion or 
motivation in the reference to do so."). In the present case, rather than pointing to anything 
specific in the references or in the general knowledge of those skilled in the art, the 
Examiner has simply asserted that the use of combinations of the individual elements 
disclosed in the references, to arrive at the presently claimed invention, would have been 
obvious for no reason other than because one of ordinary skill would want to "detect 
protease activity." This assertion clearly misses the point, and does not provide the requisite 
motivation to combine the cited references. Two of these references (Steiner and Komoriya) 
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disclose specific assays for determining protease activity. Since this is the case, one of 

ordinary skill would have had absolutely no reason to modify the disclosures of these 

references with those of the three primary references to "detect protease activity" in any 

other setting. Similarly, the three primary references (Massibay, Tang and Skorupa) do not 

disclose or suggest any assay system that would be useful to "detect protease activity" — 

instead, these references are concerned with identifying the sequences involved in targeting 

and retaining proteins in the Golgi and ER. Hence, there is absolutely nothing in the cited 

references that would have motivated one of ordinary skill in the art to have taken the 

individual elements disclosed in those references and combine them into a construct such as 

that provided by the presently claimed invention. Moreover, the Examiner has pointed to no 

acceptable objective evidence or sound scientific reasoning that would provide such 

motivation, beyond the above-noted unsupported conclusion that one of ordinary skill would 

want to "detect protease activity." The Examiner thus appears to assume that such 

motivation exists in the "general knowledge," without providing any basis for such an 

assumption. As discussed above, however, the requisite motivation must be found either in 

the prior art or in knowledge that is generally available to those of ordinary skill in the art; a 

baseless assumption of such knowledge is legally impermissible under Fine and Kotzhab, 

Moreover, as the Federal Circuit has held: 

[t]he range of sources available, however, does not diminish the requirement 
for actual evidence. That is, the showing must be clear and particular. Broad 
conclusory statements regarding the teaching of multiple references, standing 
alone, are not "evidence." 

In re Dembiczak, 175 F.3d 994, 999 (Fed. Cir. 1999) (citations omitted). Since the 

Examiner has provided no actual evidence to support the conclusory statement that the cited 
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references in combination render the present invention obvious. Applicants respectfully 
assert that a prima facie case of obviousness has not been established. 

It therefore appears that the Examiner is attempting to find the required motivation to 
combine the cited references in Applicants' own specification rather than in the cited art. 
Specifically, to arrive at the presently claimed invention, one of ordinary skill in the art 
would have had to have been motivated to: (I) choose the Golgi or ER signal sequences and 
reporter genes used in Massibay, Tang and Skorupa, while ignoring the fact that these 
references say nothing about (and, indeed, are not at all concerned with) assaying protease 
activity; and combine these elements with (II) the protease cleavage sites and reporter genes 
disclosed in Steiner and Komoriya, while ignoring the fact that neither of these references 
says anything explicit about targeting the expressed fusion protein to the Golgi or ER. 
Without using the presently claimed invention and the present specification as the blueprint 
for this hindsight picking and choosing the isolated elements of each reference, one of 
ordinary skill in the art would have found no specific suggestions to include one element and 
exclude another from each of the cited references to produce the presently claimed 
invention. Without such suggestions in the cited art, the combination of the cited references 
as the Examiner has done is nothing more than a hindsight obviousness analysis. 

As the Federal Circuit has held numerous times, however, such a hindsight analysis 
is impermissible — instead, the Examiner must show suggestions, explicit or otherwise, that 
would compel one of ordinary skill to combine the cited references in order to make and use 
the claimed invention. See, e,g,Jnterconnect Planning Corp, v. Feily 774 F.2d 1 132, 1 143 
(Fed. Cir. 1985) ("When prior art references require selective combination by the [fact- 
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finder] to render obvious a subsequent invention, there must be some reason for the 

combination other than the hindsight gleaned from the invention itself."); Fine^ 5 USPQ2d 

at 1600 ("One cannot use hindsight reconstruction to pick and choose among isolated 

disclosures in the prior art to deprecate the claimed invention."); In re Pleuddemann, 

9 1 0 F.2d 823, 828 (Fed. Cir. 1 990) (noting that use of an applicant's specification as though 

it were prior art to support an obviousness determination is legal error); In re Vaeck, 947 

F.2d 488, 493 (Fed. Cir. 1 99 1 ) (holding that both the suggestion to combine references, and 

a reasonable expectation of success in making the claimed invention, "must be founded in 

the prior art, not in the applicant's disclosure."). The Board has also provided the same 

mandate on this issue: 

it is impermissible to use the claimed invention as an instruction manual or 
"template" to piece together isolated disclosures and teachings of the prior art 

so that the claimed invention may be rendered obvious a rejection based 

on § 1 03 must rest on a factual basis, with the facts being interpreted without 
hindsight reconstruction of the invention firom the prior art. In making this 
evaluation, the examiner has the initial duty of supplying the factual basis for 
the rejection he advances. He may not, because he doubts that the invention 
is patentable, resort to speculation, unfounded assumptions or hindsight 
reconstruction to supply deficiencies in the factual basis. 

Ex parte Haymond, 41 USPQ2d 1217, 1220 (Bd. Pat. App. Int. 1996). Thus, the use of 
hindsight analysis in the present case is impermissible and cannot be used to attempt to 
establish a prima facie case of obviousness. Applicants also are well-aware of the often- 
cited language in the MPEP that: 

[a]ny judgement [sic] on obviousness is in a sense necessarily a 
reconstruction based on hindsight reasoning, but so long as it takes into 
account only knowledge which was within the level of ordinary skill in the 
art at the time the claimed invention was made and does not include 
knowledge gleaned only fi-om applicant's disclosure, such a reconstruction is 
proper. 
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MPEP § 2145(X)(A) (quoting//i re McLaughlin, 443 F.2d 1392, 1395, 170 USPQ 209, 212 
(C.C.P.A. 1971)). This boilerplate from the MPEP, however, does not negate the 
Examiner's burden of providing specific evidence or knowledge that would have motivated 
one of ordinary skill to have modified the cited references and combine their respective 
disclosures so as to arrive at the presently claimed invention. As noted above, such specific 
evidence or knowledge has not been provided by the Examiner; hence, the boilerplate 
language from the MPEP is of no avail in the present case. 

Moreover, it is axiomatic that, in order to support a prima facie case of obviousness, 
the prior art must suggest making the specific molecular modifications necessary to achieve 
the claimed invention. See In re Deuel, 51 F.3d 1552, 1558 (Fed. Cir. 1995); In re Lalu, 
747 F.2d 703, 705 (Fed. Cir. 1 984) ("[t]he prior art must provide one of ordinary skill in the 
art the motivation to make the proposed molecular modifications needed to arrive at the 
claimed compound."). That is, simply because "one can conceive a general process in 
advance for preparing an undefined compound [e.g., a genetic construct comprising a 
"membrane retention signal sequence" and a reporter gene, or a genetic construct comprising 
a "protease cleavage site" and a reporter gene] does not mean that a claimed specific 
compound [e.g., a genetic construct comprising all of the specific elements recited in the 
present claims] was precisely envisioned and therefore obvious." Deuel at 1559. Thus, in 
order for Massibay, Tang and Skorupa to be suitable as primary references upon which to 
base a prima fiicie case of obviousness, there must be, at a minimum, a teaching or 
suggestion in these references that would have compelled one of ordinary skill in the art to 
include in their genetic constructs a protease cleavage site. As noted above, such a teaching 
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or suggestion is wholly lacking in Massibay, Tang and Skorupa, none of which was 
concerned whatsoever with assaying for protease activity. Similarly, for Steiner and 
Komoriya to be suitable as secondary references, there must be a teaching or suggestion in 
these references that would have compelled one of ordinary skill in the art to include in their 
genetic constructs a sequence that specifically serves as a Golgi or ER retention sequence. 
As also noted above, such a teaching or suggestion is completely missing from Steiner and 
Komoriya. Therefore, the cited references taken together are seriously deficient (particularly 
in view of the holding in Deuel), and cannot support a prima facie case of obviousness. 

Finally, Applicants are aware that the Examiner may consider the motivation to 
combine the cited references as "inherent" in the knowledge of one of ordinary skill in the 
art, particularly in view of the Examiner's remarks concerning the disclosure of Steiner at 
pages 3-5 of the present Office Action. Applicants wish to remind the Examiner, however, 
that there is no such thing as "inherent obviousness," since inherence and obviousness are 
different legal concepts. See In re Spormann, 150USPQ449,452(C.C.P.A. 1966). That 
which is inherent cannot be obvious, since inherent information "is not necessarily 
known . . . [and] Obviousness cannot be predicated on what is unknown." Id Since the 
present rejection is based on obviousness, any contention by the Examiner that is based on 
the possible presence of inherent knowledge in the art (either in the cited references such as 
Steiner, or in the general knowledge of those of ordinary skill) must necessarily fail. 

Applicants submit that, upon careful analysis of the cited references, the skilled 
artisan would have found no motivation to combine or modify the disclosures of the 
references to arrive at a composition or kit that falls within the scope of the present claims. 
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Accordingly, a prima facie case of obviousness has not been established. Therefore, the 
rejection of the present claims under 35 U.S.C. § 103(a) is in error, and Applicants 
respectfully request that it be reconsidered and withdrawn. 



All of the stated grounds of rejection have been properly traversed. Applicants 
therefore respectfully request that the Examiner reconsider all outstanding rejections and that 
they be withdrawn. 

Applicants believe that a full and complete reply has been made to the outstanding 
Office Action and that, as such, the present application is in condition for immediate 
allowance. If the Examiner believes, for any reason, that personal communication will 
expedite prosecution of this application, the Examiner is invited to telephone the 
undersigned at the number provided. 



Conclusion 



Respectfully submitted, 




Robert A. Goetz 
Attorney for Applicants 
Registration No. 55,210 
MEDLEN & CARROLL, LLP 
101 Howard Street, Suite 350 
San Francisco, CA 94105 
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